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DETAILED ACTION 

Applicants' election, without traverse, of HIV-1 in their response of June 29, 2009 is 
acknowledged. The elected invention is directed to a cellular method for identifying an agent 
that decreases pathogenicity of HIV-1 by decreasing Rabl 1 A activity. 

It is acknowledged that with Applicants' response of April 10, 2009, Claims 1, 3, 4, 6, 8, 
18, 20-26, 29-32, 34-39, 43-45, and 47-59 are cancelled, Claims 40, 41, and 48 are amended, and 
Claims 60 and 61 are added. Claims 40, 41, 48, 60, and 61 are pending and are hereby 
examined. 

Drawings-Objections 

Objection to Figure 3A, for disclosing a sequence that is not identified by a sequence 
identifier number (SEQ ID NO: ), is maintained. 

Specification-Objections 

The specification is objected to because the amendment to page 23, lines 1-6, makes no 
sense for the following reasons, (i) The phrase to be incorporated into page 23, lines 1-6, 
"sequence as follows contains a region that shares 75 percent sequence identity to that identified 
sequence (for example, 15+20* 100=75)." is identical to the preceding phrase on page 22. (ii) 
Said phrase to be incorporated into page 23, lines 1-6 (see above in (i)) appears to indicate that 
an alignment will follow. However, the amendment appears to indicate that the alignment is to 
be deleted. Clarification is required. As stated in the prior action, the sequence rules embrace all 
nucleotide sequences with ten or more bases. Such sequences must be disclosed in a sequence 
listing and identified by a specific SEQ ID NO: (MPEP 2421.02). 
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Claims-Objections 

Claims 40, 41, 48, 60, and 61 are objected to for encompassing non-elected subject 

matter. 

Claim 61 is objected to for "gene product in a cell", which should be corrected to "gene 
product is in a cell". 

Claim Rejections - 35 USC § 112-Second Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 40, 41, 48, 60, and 61 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention for the following reasons. 

For Claim 40, the phrase "Rabl 1A enzymatic activity" renders the claim indefinite. It is 
unclear whether said phrase means measuring "Rabl 1 A GTPase activity" or measuring some 
other downstream effect of "Rabl 1 A GTPase activity". The skilled artisan would not know the 
metes and bounds of the recited invention. Claims 41, 48, 60, and 61, as dependent from Claim 
40, are indefinite for the same reason. The specification fails to disclose detecting Rabl 1 A 
GTPase activity per se but does disclose measuring vesicle transport from the trans-Golgi to the 
cell membrane as a means for detecting the downstream effect of Rabl 1 A GTPase activity 
(PGPub [023 1]). For purposes of examination, it is assumed that "Rabl 1 A enzymatic activity" 
means measuring vesicle transport from the trans-Golgi to the cell membrane as a means for 
detecting the downstream effect of Rabl 1A GTPase activity. 
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For Claim 48, the term "retrovirus comprises. . . " renders the claim indefinite. It is 
unclear whether said term means, for example: (i) the retrovirus is a virus that comprises HIV-1 
and other components or (ii) the retrovirus is HIV-1 . The skilled artisan would not know the 
metes and bounds of the recited invention. Claim 60, as dependent from Claim 48, is indefinite 
for the same reason. For purposes of examination, it is assumed that "retrovirus comprises. . ." 
means the retrovirus is HIV- 1 . . . . 

Any subsequent rejection based, on clarification of the above phrases and terms, will not 
be considered a new ground for rejection. 

Claim Rejections - 35 USC § 112-First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall sel forth the best mode 
contemplated by the inventor of carrying out his invention. 

Enablement 

Rejection of Claims 40, 41, and 48 under 35 U.S.C. 1 12, first paragraph, for reasons 
explained in the prior action, is maintained. The specification, while being enablingfor a method 
of reducing the levels of the HIV protein p24 in HIV-infected JC53-BL cells using a pool of 
Rabl 1A siRNA oligonucleotides (Example 2; Fig 2), does not reasonably provide enablement 
for any biochemical, cellular, or in vivo method for identifying an agent that decreases 
pathogenicity of any retrovirus, wherein the method measures a decrease in Rabl 1 A enzymatic 
activity. Claims 60 and 61 are rejected under 35 U.S.C. 1 12, first paragraph, for the same 
reasons. 
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In support of their request that said rejection be withdrawn, Applicants provide the 
following arguments. 

(A) The claims as amended herein are not directed to any pathogen, but to a retrovirus. 

(B) The Office has failed to appreciate a primary purpose of the screening claims, which 
is to identify new properties of compounds. If one were to be required to know that a compound 
prior to screening possessed a certain property, such as altering pathogenicity of a pathogen via 
Rabl 1 A (as the Office is currently requiring), then there would be no reason to perform the 
screening assay because such property had already been identified. 

(C) Applicants also remind the Office of MPEP 2164.02, which states "...because only an 
enabling disclosure is required, applicant need not describe all actual embodiments." 

These arguments are not found to be persuasive for the following reasons. 

(A) Reply : It is acknowledged that the claims are so amended. However, the genus of 
all retroviruses is a large and variable genus. Clearly the specification has not enabled the skilled 
artisan to make and use a method for identifying agents that decrease pathogenicity of all 
retroviruses by measuring Rabl 1 A activity. The skilled artisan would believe that, more likely 
than not, not all retroviruses are regulated by Rabl 1 A. 

(B) Reply : Applicants have failed to understand the Office's argument. The prior 
Action did not state that the specification must disclose if a compound, prior to screening, 
possessed a certain property, such as altering pathogenicity of a pathogen via Rabl 1 A. The prior 
Action stated: 

"Without knowing whether a particular pathogen acts via Rabl 1 A, any result from measuring 
the effect of a test agent on Rab 1 1 A enzymatic GTPase activity cannot predict an effect of the 
test agent on the pathogenicity of the pathogen. Furthermore, the identity of pathogens that act via 
Rabl 1 A is not predictable. Thus, the artisan is reduced to trial and error testing of every possible 
pathogen for pathogenicity via Rab 1 1 A." 
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For the recited method to be useful, the skilled artisan must know whether each retrovirus 
to be analyzed is dependent on Rabl 1 A for pathogenicity. Neither the specification nor the prior 
art provide such knowledge. Thus, the skilled artisan is reduced to trial and error testing of all 
retroviruses to determine if pathogenicity is dependent on Rabl 1 A prior to performing the 
recited screening method. 

(C) Reply : It is acknowledged that Applicants are not required to teach all enabled 
embodiments. However, the specification teaches only the single method of reducing the levels 
of the HIV protein p24 in HIV-infected JC53-BL cells using a pool of Rabl 1A siRNA 
oligonucleotides. Said single example is not sufficient to enable the skilled artisan to make and 
use any method of identifying an agent that decreases pathogenicity of any retrovirus, wherein 
the method measures a decrease in Rabl 1 A enzymatic activity, wherein the method is an in 
vitrc^iochemical method, a cellular method, or an in vivo method that uses any steps and 
reagents. 

For these reasons and those explained in the prior actions, Claims 40, 41, 48, 60, and 61 
are rejected under 35 U.S.C. 1 12, first paragraph/enablement. 

Written Description 

Rejection of Claims 40, 41, and 48, under 35 U.S.C. 1 12, first paragraph/written 
description, for reasons explained in the prior action, is maintained. Claims 60 and 61 are herein 
rejected under 35 U.S.C. 1 12, first paragraph, for the same reasons. In support of their request 
that said rejection be withdrawn, Applicants provide the following arguments. 

(A) The claims as amended herein are not directed to any pathogen, but to a retrovirus. 
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(B) The specification provides methods for identifying agents that alter the pathogenicity 
of a retrovirus by measuring Rabl 1A enzymatic activity, including page 39, line 17 - page 41, 
line 29; and Examples 10, 12, 13 (in particular, page 74, lines 29-36) 

(C) The specification provides guidance as to what retroviruses are to be screened (see at 
least page 30, line 28 - page 31, line 6). 

(D) As noted by the Office action (pg 9), enzymatic assays, such as GTPase enzymatic 
assays, are well known in the art. 

These arguments are not found to be persuasive for the following reasons. 

(A) Reply : It is acknowledged that the claims are so amended. However, the genus of 
all retroviruses is a large and variable genus. Clearly the specification has not described 
possession of a method for identifying agents that decrease pathogenicity of all retroviruses by 
measuring Rabl 1 A activity. The skilled artisan would believe that, more likely than not, not all 
retroviruses are regulated by Rabl 1 A. 

(B) Reply : Said pages describe measuring retrovirus infection (pg 39, parg3), 
correlating the amount of infections with the level of Rabl 1 A (parg brdg pg 39-40), assessing the 
effects of inhibiting a modulator of Rabl 1 A by analyzing cellular changes, including vesicle 
transport (pg 40, parg 2), and binding of pathogens to Rabl 1A (pg 40, parg 3 to pg 41, parg 3). 
Only assessing the effects of inhibiting a modulator of Rabl 1 A by analyzing changes in vesicle 
transport (pg 40, parg 2) is relevant to the instant invention. 

(C) Reply : The claims are not limited to the retroviruses listed in said pages. 
Moreover, the specification fails to teach that a method for identifying an inhibitor of Rabl 1 A is 
a method for identifying an agent that reduces the pathogenicity of all retroviruses listed in said 
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pages. The specification fails to describe a correlation between Rabl 1A activity and 
pathogenicity for all said retroviruses. 

(D) Reply : It is acknowledged that GTPase enzymatic assays are known in the art. 
However, the specification fails to describe, or even allude to, use of a GTPase enzymatic assay 
as a means to measure Rabl 1 A activity. The specification only describes use of analyzing 
changes in vesicle transport as a means to measure Rabl 1 A activity (pg 40, parg 2). 

For these reasons and those explained in the prior actions, Claims 40, 41, 48, 60, and 61 
are rejected under 35 U.S.C. 1 12, first paragraph/written description. 

Allowable Subject Matter 

No claims are allowable. 

Applicant's amendment necessitated any new grounds of rejection presented in this 
Office action. Any new references were cited solely to support rejection(s) based on amendment 
or rebut Applicants' arguments. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Regarding filing an Appeal, Applicants are referred to the Official Gazette Notice 
published July 12, 2005 describing the Pre-Appeal Brief Review Program. 

Final Comments 

To insure that each document is properly filed in the electronic file wrapper, it is 
requested that each of amendments to the specification, amendments to the claims, Applicants' 
remarks, requests for extension of time, and any other distinct papers be submitted on separate 
pages. It is also requested that the serial number of the application and date of amendment be 
referenced on every page of the response. 

It is also requested that Applicants identify support, within the original application, for 
any amendments to the claims and specification. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheridan L. Swope whose telephone number is 571-272-0943. 
The examiner can normally be reached on M-F; 9:30-7 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached on 571-272-081 1. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published application 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
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system, see htt p://pair-direct.uspto.gov . Should you have questions on the access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/SHERIDAN SWOPE/ 
Primary Examiner, Art Unit 1652 



